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ABSTRACT: 

PROBLEM TO BE SOLVED: To obtain a red grape extract capable of exhibiting 
proliferation suppressing effect and apoptosis induction effect on cancer cells, 
and further capable of reducing side effects, and to provide a method of its 
production. 

SOLUTION: This red grape extract contains an active ingredient extracted from red 
grape, and has at least one effect selected from the proliferation suppressing 
effect and the apoptosis induction effect on cancer cells. The active ingredient 
contains a polyphenol as a main component. The red grape extract is produced by 
removing fruit juice by pressing the red grape, adding water to the obtained 
residue in the previous step, extracting the active ingredient while stirring the 
mixture and removing the residue. 
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ABSTRACTED -PUB -NO: JP2001097872A 
BASIC -ABSTRACT: 

NOVELTY - Red grape extract obtained by extracting red grape contains polyphenol as 
active component. 

DETAILED DESCRIPTION - An INDEPENDENT CLAIM is also included for manufacture of red 
grape extract. Red grapes are crushed, mixed with water with stirring, extracted 
and residue is removed from the fruit juice to produce the extract. 

ACTIVITY - Cytostatic; ophthalmological ; antiarteriosclerotic ; antilipemic; 
antioxidant . 

MECHANISM OF ACTION - Cancer cell growth inhibitor; cancer cell apoptosis inducer. 

Aqueous solution of red grape extract powder was added to culture liquid containing 
5 multiply 105 cells/ml of human stomach cancer cells, at a concentration of 0.5 
mg/ml, 1 mg/ml, 1.5 mg/ml and 2 mg/ml . The cells were incubated for 3 days in 5% 
carbon dioxide atmosphere at 35 deg. C. The proliferation of cells were compared 
with the comparative cells (proliferated in absence of red grape extract powder) . 
The human stomach cancer cell treated with red grape extract powder gave rise to 
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DNA fragments and inhibited human stomach cancer cell by apoptosis induction. 

USE - For preventing and treating cancer, preventing arteriosclerosis, visual 
acuity improvement, lowering blood cholesterol and preventing cataract. 

ADVANTAGE - The red grape juice has reduced side effects. The fruit juice can be 
obtained economically. Active component is extracted extensively without wasting 
active constituent in residual waste. The extract is obtained at high concentration 
and purity, by this easy manufacturing method. The extract can be used for making 
drinks and formulations such as tablets, soft capsules and tablet syrups. 
Cytotoxicity with respect to normal cell is hardly noticed. 

CHOSEN-DRAWING: Dwg.O/l 

TITLE -TERMS: RED GRAPE EXTRACT PREVENT TREAT CANCER OBTAIN EXTRACT RED GRAPE 
CONTAIN POLYPHENOL ACTIVE CONSTITUENT 

DERWENT- CLASS: BO 4 

CPI-CODES: B04-A09; B14-F06; B14-F07; B14-H01B; B14-N03; 
CHEMICAL -CODES: 

Chemical Indexing Ml *01* 
Fragmentation Code 
M423 M710 M905 P633 P814 P922 
Specfic Compounds 
A45H9T A45H9N 

SECONDARY-ACC-NO : 
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(57)Abstract: 

PROBLEM TO BE SOLVED: To obtain a red grape extract capable of exhibiting proliferation 
suppressing effect and apoptosis induction effect on cancer cells, and further capable of 
reducing side effects, and to provide a method of its production. 

SOLUTION: This red grape extract contains an active ingredient extracted from red grape, 
and has at least one effect selected from the proliferation suppressing effect and the 
apoptosis induction effect on cancer cells. The active ingredient contains a polyphenol as a 
main component. The red grape extract is produced by removing fruit juice by pressing the 
red grape, adding water to the obtained residue in the previous step, extracting the active 
ingredient while stirring the mixture and removing the residue. 
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* NOTICES * 

JPO and NCIPI are not responsible for any 
damages caused by the use of this translation. 

1. This document has been translated by computer. So the translation may not reflect the original 
precisely. 

2. **** shows the word which can not be translated. 
3. In the drawings, any words are not translated. 



CLAIMS 



[Claim(s)] 

[Claim 1] The red grape extract characterized by having at least one sort of operations which contain the 
active principle extracted from a red grape, and are chosen from growth depressant action and an 
apotosis induction operation to a gun cell. 

[Claim 2] Said active principle is a red grape extract according to claim 1 characterized by being what 
uses polyphenol as a principal component. 

[Claim 3] The manufacture approach of the red grape extract characterized by having extracted the 
active principle, adding and agitating water to the residue which squeezed the red grape and removed 
fruit juice, and removing residue. 



[Translation done.] 
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DETAILED DESCRIPTION 



[Detailed Description of the Invention] 
[0001] 

[Field of the Invention] This invention relates to the red grape extract which can demonstrate 
effectiveness to the therapy and prevention of a gun, and its manufacture approach. 
[0002] 

[Description of the Prior Art] People's interest [ as opposed to / it is sick and / the prevention or therapy ] 
to which current and a gun occupy the top of a cause of death is increasing very much. However, as for 
the rate of the complete cure which cannot expect recovery sufficient by the present medicine 47% 
according to statistics of Chabner, but contributes to the prolongation of life among an operation, a 
radiation, and a chemotherapy, an operation independent is only about 5% about 10% in a radiation 
independent therapy about 37% at a chemotherapy. 

[0003] In recent years, the research on self-destruction of apotosis (i.e., the gun cell itself) is prospering 
in a gun therapy agent pursuit. Growth differentiation of the cell of a multicellular organism can be 
carried out by cell division, and it not only achieves various functions, but it can die itself. This cell 
death that can be said also as suicide so to speak is called apotosis. 

[0004] It is being solved apotosis not only has work important for formation of an organization and an 
organ, and the constant maintenance and defense of a living body in bion generating, but that has the 
deep relation with many sick generating. That most important function is removal of the cell which is 
not desirable for a living body, and the life is supported and kept by the cell removal function of the 
apotosis with which this cell was equipped. 

[0005] In clinical, a malignant tumor disease, a cranial nerve disease, various inflammatory diseases 
(hepatitis, nephritis, etc.), etc. are mentioned as a field which waits eagerly for the result of apotosis 
research most. Since it says especially that a cure is inadequate with having mentioned above about a 
malignant tumor disease and its therapy, early application clinical from a fundamental research is 
expected. 

[0006] It is thought that the abnormalities of the controlling mechanism of the cell by apotosis are one 
cause of gun formation. When it survives without the cell which should become extinct essentially 
starting apotosis, i.e., cell extinction, in response to the stimulus with the various cells, variation is 
repeated for a chromosome, and it is supposed that it will finally become a gun cell. That is, a gun cell 
can enable explosive growth only after it can gain the resistant mechanism to this apotosis. From this, 
gun-ization of the cell accompanied by various gene variation has the close relation to the process of 
acquisition of resistance over apotosis. 

[0007] Moreover, research of the intracellular signaling system for guiding the matter which has growth 
depressant action to those cells, and its growth control based on the idea that the growth control to an 
abnormal cell with high possibility of gun-izing can control growth of an unusual gene, can control the 
further mutation of the gene, and can prevent the malignant alteration (gun-izing) of an abnormal cell is 
advanced. Among the matter which participates in current and those signal transfer systems, it is 
reported that some are the same matter as the gene and protein which are discovered in the case of 
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apotosis induction, and the close relation between growth depressant action and an apotosis induction 
operation is pointed out. 

[0008] It is pointed out that close relation is between generating of a gun, and food or eating habits from 
a viewpoint of ** gun prevention on the other hand. For example, it is suggested from epidemiological 
research that occupying a gun generating factor with eating habits almost comparable as smoking, a 
calorie, a fat, superfluous intake, low fiber diet of salinity, etc. are closely related to generating of a 
stomach gun, a breast cancer, a large intestine gun, etc. By avoiding intake of a carcinogen in usual 
eating habits, and taking in positively the meal material containing a ** gun control component, it 
searches for the effective matter which demonstrates effectiveness to the gun prevention in food from a 
rise of the health consciousness that generating of a gun will be prevented, and many matter which has 
those effectiveness out of the food eaten every day is discovered by current. 

[0009] Especially red wine attracts attention among the food with which effectiveness is expected from 
these gun prevention. Although red wine had been conventionally taken in as an alcoholic beverage, 
Japanese people had little the intake remarkably as compared with Europeans and Americans. However, 
in accordance with Japanese health consciousness, it has come to be taken in as health food which used 
as the principal component the polyphenol which is a physiological active substance since arrival of the 
red wine drinking boom which started in 'Trench paradox 11 in 1990 and afterwards. 
[0010] The research on that efficacy effectiveness is activated remarkably, and it is checked in much 
research facilities that active oxygen elimination ability is in red wine as the interest about this red wine 
increases. And it is thought that this active oxygen elimination ability is what contributes to 
arteriosclerosis prevention, an eyesight improvement, a blood cholesterol level fall, an anti-cataract, an 
antiulcer action, etc. The high correlation is found out between the flume crack whose physiological 
active substance which has the active oxygen elimination ability in this red wine is polyphenol, this 
active oxygen elimination ability, and a polyphenol content. 
[0011] 

[Problem(s) to be Solved by the Invention] However,, in the current iatro technique, it is very difficult to 
expect the complete cure of a gun, and since many carcinostatic substances have cytotoxicity also to the 
normal cell, the present condition of a chemotherapy that an advance is expected also especially in it has 
the problem that a side effect is large considering effectiveness. 

[0012] on the other hand, between said red wine and gun prevention, the antitumor action by the 
correlation of the polyphenol and active oxygen elimination ability which are a physiological active 
substance is guessed --****-- it remains and research is hardly done about the growth depressor effect 
or apotosis inductive effect to a gun cell. 

[0013] This invention is made paying attention to the trouble which exists in the above conventional 
techniques. The place made into the purpose is to offer a red [ who can reduce a side effect ] grape 
extract, and its manufacture approach, in being able to demonstrate growth depressor effect or apotosis 
inductive effect to a gun cell. 
[0014] 

[Means for Solving the Problem] In order to attain the above-mentioned purpose, the red grape extract 
of invention according to claim 1 contains the active principle extracted from a red grape, and is 
characterized by having at least one sort of operations chosen from growth depressant action and an 
apotosis induction operation to a gun cell. 

[0015] The red grape extract of invention according to claim 2 is characterized by said active principle 

being what uses polyphenol as a principal component in invention according to claim 1. 

[0016] The manufacture approach of the red grape extract invention according to claim 3 extracts an 

active principle, adding and agitating water to the residue which squeezed the red grape and removed 

fruit juice, and is characterized by removing residue. 

[0017] 

[Embodiment of the Invention] Hereafter, the operation gestalt of this invention is explained to a detail. 
A red grape extract contains the active principle extracted from a red grape, and has at least one sort of 
operations chosen from growth depressant action and an apotosis induction operation to a gun cell. 
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Furthermore, said active principle uses polyphenol as a principal component. 
[0018] The active principle extracted from said red grape is contained mainly as the pericarp and the 
kind of a red grape. Moreover, this active principle contains the fruit juice, the pericarp, and the kind of 
a red grape also in the red grape juice made as a raw material, and red wine. In addition, said red grape 
may be a red grape of which form. 

[0019] Since it is obtained in large quantities as industrial waste, and cheaply, in case this active 
principle manufactures red grape juice or red wine, it is desirable to be extracted from the residue (for it 
to mainly consist of pericarp and a kind) after carrying out the juice of the fruit juice. In the active 
principle extracted from this residue, the red grape extract which the very high-concentration active 
principle contains and contains the active principle of high concentration and a high grade from the 
unnecessary component which constitutes fruit juice hardly containing can be manufactured easily. 
[0020] The polyphenol as an active principle is the compound by which two or more hydrogen of 
aromatic hydrocarbon was permuted with hydroxyl, and it is known that there is active oxygen 
elimination ability. Many this polyphenol in a bark, vegetable epidermis, and vegetable headquarters is 
mainly contained. As polyphenol contained in a red grape, a pro anthocyanidin, tannin, etc. are 
mentioned as flavonoids, such as an anthocyanin, a catechin, epicatechin, and quercetine, and polymer 
polyphenol, for example as monomer polyphenol. 

[0021] moreover, in this red grape extract, it has at least one sort of operations chosen from growth 
depressant action and an apotosis induction operation to a gun cell besides said polyphenol the active 
principle (it is hereafter indicated as a minor constituent) of a minute amount contains very much. It is 
thought that this minor constituent is strange water-soluble materials contained in at least one sort 
chosen from the pericarp and the kind of a red grape. Furthermore, it is surmised that this minor 
constituent is what can demonstrate at least one sort of effectiveness chosen from growth depressor 
effect and apotosis inductive effect to a gun cell by interacting with said polyphenol. 
[0022] When it is made to dry and disintegration of the content of the polyphenol in a red grape extract 
is carried out, it is desirable that it is 60 - 80% of the weight of within the limits. When the content of 
this polyphenol is less than 60 % of the weight, there is a possibility that the growth depressor effect or 
apotosis inductive effect to a gun cell may not be demonstrated effectively. Conversely, in exceeding 80 
% of the weight, since the content of said minor constituent falls, there is a possibility that the growth 
depressor effect or apotosis inductive effect to a gun cell may not be demonstrated effectively. 
[0023] An apotosis induction operation is an operation committed so that said active principle may make 
the program of death of a gun cell own [ the ] exercise, may die itself and may make it lead to a gun cell. 
While the apoptotic body by which the cell membrane was small fragmented in the condition that a cell 
membrane is hardly destroyed, as main morphological descriptions of the cell death by this apotosis is 
formed, cytoplasm and a chromosome being fragmented and containing in each apoptotic body is 
mentioned. 

[0024] Moreover, when DNA is extracted from a dead cell and electrophoresis is carried out as a 
biochemical description of apotosis using agarose gel, it is mentioned that the DNA ladder by which 
Chromosome DNA was small fragmented per nucleosome (integral multiple of about 180 base pairs) is 
seen. Various endonucleases are acting on fragmentation of this chromosome DNA. 
[0025] This red grape extract can be made into the gestalt of the rough extract water solution, rough 
extract powder, water-soluble powder, a purified water solution, or the purification powder. Said rough 
extract water solution is a water solution which extracted with water the active principle contained in the 
pericarp and the kind of a red grape once, and rough extract powder is powder which dried this water 
solution. 

[0026] Moreover, water-soluble powder is powder which dried the component which adds ethanol to 
said rough extract powder, and precipitates, and the ethanol solubility component which consists of 
ethanol fusibility polyphenol etc. is removed. This ethanol solubility component is an unnecessary 
component which does not have the growth depressant action and the apotosis induction operation over 
a gun cell. On the other hand, a purified water solution is a water solution from which said rough extract 
powder was again dissolved in water, and the insoluble component was further removed in water, and 
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purification powder is powder which dried this purified water solution. 

[0027] And drinkable preparations etc. can be made to be able to add, and these red grape extracts can 
be taken in, or can be added and taken in for food as a food additive. Moreover, it is also possible to 
process the gestalt which is [ syrup / a making tablet a software capsule, / tablet ] easy to use by using 
powder as a raw material, and to take in. 

[0028] Next, an operation of the above-mentioned red grape extract is indicated below. In manufacturing 
this red grape extract, first, a red grape is crushed, fruit juice is squeezed, and it obtains the residue 
which consists of pericarp and a kind. At this time, since it can obtain in large quantities as industrial 
waste, and cheaply, in case red grape juice or red wine is manufactured, it is most desirable to use the 
residue after squeezing fruit juice. 

[0029] Next, after adding water to this residue, an active principle is extracted, stirring. As for the water 
temperature at the time of this extract, it is desirable that it is within the limits of 20-50 degrees C. When 
this water temperature is less than 20 degrees C, the active principle in residue is not extracted 
efficiently. Conversely, in exceeding 50 degrees C, the polyphenol as an active principle oxidizes and 
carries out a polymerization, and there is a possibility that the activity may disappear and the growth 
depressor effect or apotosis inductive effect to a gun cell may not fully be demonstrated. Moreover, in 
the activity indicated below, in order to control activity disappearance of an active principle, it is 
desirable to be dealt with at the temperature of 50 degrees C or less. 

[0030] Then, the rough extract water solution of a red grape extract is ******** by filtering the 
suspension which the aforementioned residue suspended using a filter paper, and removing residue and a 
non-melt. Moreover, residue and a non-melt may be removed according to centrifugal separation if 
needed. Furthermore, the rough extract powder of a red grape extract is obtained by drying this rough 
extract water solution. As said desiccation approach, at least one sort of approaches chosen from a 
vacuum concentration method, a reduced-pressure-drying method, and a freeze drying method are used 
suitably. 

[0031] Moreover, stirring, an insoluble component is settled to the solvent and it is made to dry the 
precipitation using a reduced-pressure-drying method or a freeze drying method, after adding the solvent 
which becomes said rough extract powder from ethanol or an ethanol water solution, in manufacturing 
the water-soluble powder of a red grape extract. As for the ethanol concentration in this solvent, it is 
desirable that it is 50 to 100 capacity %. When this concentration is under 50 capacity %, an ethanol 
solubility component cannot fully be removed. Furthermore, in order to remove this ethanol solubility 
component much more efficiently, as for said ethanol concentration, it is more desirable that it is 80 to 
100 capacity %. 

[0032] Furthermore, in manufacturing the purified water solution of a red grape extract, after adding 
water again to said rough extract powder, it settles an insoluble component in water, agitating. Then, the 
purified water solution of a red grape extract is obtained by removing the precipitation using at least one 
sort of approaches chosen from filtration and centrifugal separation. Furthermore, the purification 
powder of a red grape extract is obtained by drying this purified water solution using at least one sort of 
desiccation approaches chosen from a vacuum concentration method, a reduced-pressure-drying method, 
and a freeze drying method. 

[0033] On the other hand, when manufacturing a red grape extract from red grape juice or red wine, 
rough extract powder is obtained by carrying out disintegration of red grape juice or the red wine using 
the method of drying at least one sort chosen from a vacuum concentration method, a reduced-pressure- 
drying method, and a freeze drying method. Furthermore, like the above, in addition to this, an ethanol 
solubility component and an excessive component may be removed from this rough extract powder, and 
water-soluble powder, a purified water solution, or purification powder may be manufactured. 
[0034] Now, a high-concentration active principle can demonstrate growth depressor effect and apotosis 
inductive effect by carrying out the ingestion of this red grape extract to a gun cell in the living body and 
an abnormal cell with high possibility of gun-izing. At this time, many of gun cells and abnormal cells 
act on growth control by becoming extinct oneself according to an apotosis induction operation. 
Moreover, either growth depressor effect or apotosis inductive effect may be demonstrated. 
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[0035] On the other hand, since the principal component of this red grape extract is polyphenol which 

has active oxygen elimination ability, it can demonstrate effectiveness to arteriosclerosis prevention, an 

eyesight improvement, a blood cholesterol level fall, cataract prevention, etc. Moreover, even when this 

red grape extract takes in the red grape which is the food eaten every day in large quantities from being 

manufactured as a raw material, the cytotoxicity over a normal cell is hardly seen. 

[0036] The effectiveness demonstrated according to the above-mentioned operation gestalt is indicated 

below. 

- The red grape extract of an operation gestalt contains the active principle extracted from a red grape, 
and has at least one sort of operations chosen from growth depressant action and an apotosis induction 
operation to a gun cell. For this reason, at least one sort of effectiveness chosen from growth depressor 
effect and apotosis inductive effect to a gun cell and an abnormal cell with high possibility of gun-izing 
can be demonstrated certainly. Furthermore, since this red grape extract is using as the raw material the 
red grape which is the food eaten every day, it can reduce the side effect over a normal cell certainly. 
[0037] Therefore, by the ingestion without a pain, in being able to treat a gun effectively, since it has 
effectiveness also in the high abnormal cell of possibility of gun-izing, effectiveness can be 
demonstrated also to prevention of a gun. Furthermore, since there is almost no side effect, it is very 
convenient from there being almost no need of setting up strictly a dose (intake) and an administration 
period (intake period) like [ in the case of said conventional anti-gun agent ]. 

[0038] On the other hand, in said conventional existing anti-gun agent, since the therapy was performed 
having cytotoxicity also to the normal cell and bearing the pain by the side effect while apotosis 
inductive effect could be demonstrated to the gun cell, for the gun patient, it was a cure used as a very 
big burden. 

[0039] Moreover, this red grape extract can also be taken in with the gestalt which can be taken in 
intentionally [ a capsule tablet syrup, etc. ] like a vitamin compound while being able to take in it easily 
with the same feeling as a commercial drink or drinkable preparations. Furthermore, in being able to 
manufacture very cheaply, since there is also almost no side effect, it is the the best for the therapy and 
prevention of an everyday and continuous gun. 

[0040] On the other hand, when this red grape extract is compared with commercial red wine, it is 
thought that the effective dose for demonstrating certainly the growth depressor effect or apotosis 
inductive effect to a gun cell cannot simply be taken in by the content of an active principle by the 
remarkable low usual red wine drinking. 

[0041] - Since the active principle in a red grape extract uses as a principal component the polyphenol 
which is a physiological active substance, in being able to demonstrate much more certainly at least one 
sort of effectiveness chosen from growth depressor effect and apotosis inductive effect to a gun cell, a 
side effect can be reduced certainly. Furthermore, it can demonstrate effectiveness to arteriosclerosis 
prevention, an eyesight improvement, a blood cholesterol level fall, cataract prevention, etc., reducing a 
side effect, since polyphenol also has active oxygen elimination ability in coincidence. 
[0042] - When it is made to dry and disintegration of the content of the polyphenol in a red grape extract 
is carried out, growth depressor effect or apotosis inductive effect can be effectively demonstrated to a 
gun cell by preparing so that it may become 60 - 80% of the weight of within the limits. Furthermore, 
the aforementioned effectiveness can be demonstrated much more effectively from the ability of the fall 
of the content of the minor constituent contained in a red grape extract to be controlled. 
[0043] - Since the active principle in a red grape extract contains as the pericarp and the kind of a red 
grape, it can extract using effectively the residue which is the industrial waste generated in case red 
grape juice or red wine is manufactured. For this reason, in being able to carry out extensive acquisition 
very easily, it can manufacture very cheaply. 

[0044] - Since there is almost no mixing of the unnecessary component contained in the fruit juice of a 
red grape by extracting an active principle from the pericarp and the kind of a red grape, active principle 
concentration can be made very much into high concentration. For this reason, the active principle of an 
amount which can demonstrate growth depressor effect or apotosis inductive effect to a gun cell can be 
taken in easily and certainly. 
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[0045] - While being an unnecessary component by making it the gestalt of either water-soluble powder, 
a purified water solution or purification powder, when it adds to drinkable preparations etc., the red 
grape extract with which the cause of non-melt generation removed the component effectively can be 
obtained. Furthermore, since the active principle contains this red grape extract in high concentration 
and a high grade, that quality is very excellent. 

[0046] - In being able to demonstrate growth depressor effect or apotosis inductive effect to a gun cell 
by extracting an active principle and manufacturing a red grape extract by removing residue, adding and 
agitating water to the residue which squeezed the red grape and removed fruit juice, a red [ who can 
reduce a side effect ] grape extract can be manufactured very easily. 

[0047] - In being able to extract an active principle efficiently by making the water temperature at the 
time of extracting an active principle into 20-50 degrees C, disappearance of the activity of an active 
principle can be controlled certainly. 

[0048] - While being an unnecessary component by making ethanol concentration in the solvent at the 
time of manufacturing the water-soluble powder of a red grape extract into 50 to 100 capacity %, when 
it adds to drinkable preparations etc., the cause of non-melt generation can remove an ethanol solubility 
component effectively. For this reason, an active principle can manufacture easily and certainly the red 
grape extract contained more in high concentration and a high grade. 

[0049] - By manufacturing the purified water solution or purification powder of a red grape extract, 
when it adds to drinkable preparations etc., the drinkable preparations of the high quality which does not 
generate a non-melt easily etc. can be manufactured. 
[0050] 

[Example] Hereafter, the example and the example of a comparison which materialized the above- 
mentioned operation gestalt are explained. 

(Example 1) Red grape fruits (pericarp, a kind, and fruit juice are included) were crushed and squeezed, 
the water of an amount was added 10 times to the residue which removed fruit juice, and the active 
principle was extracted, stirring at 40 degrees C for 3 hours. After carrying out centrifugal separation of 
the suspension of this red grape residue and obtaining supernatant liquid, suction filtration of that 
supernatant liquid was carried out using the filter paper. After carrying out vacuum concentration of this 
obtained filtrate at 40 degrees C, the rough extract powder of a red grape extract was obtained by freeze- 
drying. 

(Example 2) The rough extract powder obtained in the example 1 was made to generate precipitation of 
ethanol insolubility by stirring for 1 hour after carrying out amount addition of the ethanol 10 times 
99%. After carrying out centrifugal separation of the ethanol liquid including the precipitation, 
supernatant liquid was removed, precipitation was obtained and the water-soluble powder of a red grape 
extract was obtained by carrying out reduced pressure drying of the precipitation. 
(Example 3) The water of an amount was added 10 times to the rough extract powder obtained in the 
example 1, and it stirred to it for 1 hour. After carrying out centrifugal separation of this water solution 
and obtaining supernatant liquid, suction filtration of that supernatant liquid was carried out using the 
filter paper. After carrying out vacuum concentration of this obtained filtrate at 40 degrees C, the 
purification powder of a red grape extract was obtained by freeze-drying. 

(Example 1 of a comparison) Sterile distilled water was made into the example 1 of a comparison. 
(Homo sapiens stomach gun cytostatic experiment) The culture Homo sapiens stomach gun cell was 
poured distributively to the culture plate which filled fetal-calf-serum content RPMI culture medium 
10%, and it prepared so that it might become 5x105 cells / cell density of ml. Next, the water solution of 
the red grape extract powder obtained in the examples 1-3 and the sterile distilled water of the example 1 
of a comparison were added in said cell culture liquid. 

[0051] In addition, the last concentration of the powder obtained in each example is 0.5mg [ ml ] /, 
l.Omg [ ml ] /, 1.5mg [ ml ] /, and 2.0mg/ml. And the viable count was measured day by day [ 1 ], 
cultivating these cells for three days within an incubator (37 degrees C, 5%C02). Then, the proliferation 
profile of the Homo sapiens stomach gun cell of examples 1-3 and the example 1 of a comparison was 
produced, and the reproductive rate (%) in the various concentration of each example at the time of 
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making the reproductive rate of the example 1 of a comparison into 100% was searched for. Those 
results are shown in drawing 1 . 

[0052] As shown in drawing 1 , it was shown that the red grape extract obtained in the examples 1-3 
controlled growth of a Homo sapiens stomach gun cell intentionally as compared with the example 1 of 
a comparison as a control group. 

(Observation of gestalt change of a Homo sapiens stomach gun cell) Coloring matter dyeing of the cell 
after said Homo sapiens stomach gun cytostatic experiment termination (Homo sapiens stomach gun cell 
processed by the concentration of the Homo sapiens stomach gun cell of the example 1 of a comparison 
and 2.0mg/ml of rough extract powder of an example 1) was carried out, and it observed under the 
microscope. 

[0053] Consequently, in the Homo sapiens stomach gun cell processed with the rough extract powder of 
an example 1, more dead cells were observed compared with the Homo sapiens stomach gun cell of the 
example 1 of a comparison. Furthermore, when the dead cell of an example 1 was observed more in the 
detail, by the dead cell of the example 1 of a comparison, most fragmentation of a cell was not observed 
to the apoptotic body of a large number by which the cell membrane of a dead cell was fragmented 
small having been observed. 

(Electrophoresis experiment of the Homo sapiens stomach gun cell DNA) After extracting DNA from 
the stomach gun cell after said Homo sapiens stomach gun cytostatic experiment termination, agarose 
gel electrophoresis was performed and the existence of fragmentation of DNA was checked. That is, 
after carrying out centrifugal separation of the Homo sapiens stomach gun cell culture liquid of the 
example 1 of a comparison, and the Homo sapiens stomach gun cell culture liquid processed in the list 
by the rough extract powder of l.Omg/ml of an example 1, and the concentration of 2.0mg/ml lightly 
and removing supernatant liquid, the calcium non-phosphorus-containing acid buffer solution washed 
the cell pellet which remained once. 

[0054] Next, DNA was extracted, after having added the RNase solution after adding the buffer for 
cytolyses to said each cell pellet and dissolving a cell, making 50 degrees C react for 2.5 hours, adding a 
protease K solution and making 50 degrees C react for 2.5 hours. Loading of what mixed this DNA 
extract and gel loading liquid was carried out to each well of an agarose gel plate 2%, and 
electrophoresis was performed by the constant voltage of 100V. A photograph of DNA which emits 
ethidium-bromide fluorescence was detected and taken after electrophoresis termination using UV Tran 
Swi Rumi Noether. 

[0055] Consequently, in the Homo sapiens stomach gun cell processed with the rough extract powder of 
two kinds of concentration of an example 1, the DNA fragment (DNA ladder) with which all were 
mostly cut per nucleosome was observed. Furthermore, rather than what was processed by the 
concentration of l.Omg/ml, a DNA ladder is deeper and the Homo sapiens stomach gun cell culture 
liquid processed by the concentration of 2.0mg/rhl was dyed. On the other hand, in the Homo sapiens 
stomach gun cell of the example 1 of a comparison, very long DNA was observed in the neighborhood 
of a well, and fragmentation of DNA was not seen at all by request. 

[0056] Therefore, it was checked that a part of growth depressor effect [ at least ] by the rough extract 
powder obtained in the example 1 is a thing resulting from the apotosis inductive effect to a Homo 
sapiens stomach gun cell Moreover, it was also shown that this apotosis inductive effect is what is 
demonstrated by the concentration dependence target. 

(Component analysis) About the rough extract powder of the red grape extract obtained in the example 
1, the anthocyanin content, the pro anthocyanidin content, and the total polyphenol content were 
measured. 

[0057] Consequently, it was shown in this rough extract powder that 3.5 % of the weight and a pro 
anthocyanidin content were [ 60.0 % of the weight and the total polyphenol content ] 65.0 % of the 
weight for the anthocyanin content. 

[0058] In addition, it changes as follows and the above-mentioned operation gestalt can also take shape. 
- Manufacture a red grape extract by dissolving water-soluble powder in water and removing an 
insoluble component further in water. Or manufacture a red grape extract by drying the component 
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which adds ethanol to purification powder and precipitates. 

[0059] Thus, when constituted, the red grape extract which contains the active principle of high 
concentration and a high grade further can be manufactured. Furthermore, the technical thought which 
can be grasped from said operation gestalt is indicated below. 

[0060] (1) Said active principle is a red grape extract according to claim 1 or 2 characterized by being 
what extracted from at least one sort chosen from the pericarp and the kind of a red grape. 
[0061] Thus, when constituted, the content of an active principle can be raised easily. 

(2) At least one sort chosen from the pericarp and the kind of said red grape is a red grape extract given 
in the above (1) characterized by using the residue in case red grape juice or red wine is manufactured, 
after squeezing fruit juice. 

[0062] Thus, when constituted, since residue can come to hand in large quantities and cheaply, a red 
grape extract can be manufactured cheaply. 

(3) The content of said polyphenol is a red grape extract given in either claim 2 characterized by being 
60 - 80% of the weight of within the limits when it is made to dry and disintegration is carried out, the 
above (1) and the above (2). 

[0063] Thus, when constituted, growth depressor effect or apotosis inductive effect can be demonstrated 
much more effectively to a gun cell. 

(4) Claim 2 characterized by containing the water-soluble minor constituent contained on a red grape, 
and a red grape extract given in either of the above (1) to the above (3). 

[0064] Thus, when constituted, growth depressor effect or apotosis inductive effect can be demonstrated 
still more effectively to a gun cell. 

(5) Said active principle is claim 1 characterized by being what uses as a principal component the 
polyphenol from which the ethanol solubility component was removed, claim 2, and a red grape extract 
given in either of the above (1) to the above (4). 

[0065] Thus, when are constituted, and it adds to drinkable preparations etc., the cause of non-melt 
generation can remove an ethanol solubility component effectively. 

(6) Said active principle is claim 1 characterized by being what uses as a principal component the 
polyphenol which a non-melt does not generate when a component insoluble in water is removed and it 
is made to dissolve in water, claim 2, and a red grape extract given in either of the above (1) to the above 
(5). 

[0066] Thus, when are constituted, and it adds to drinkable preparations etc., the component leading to 
non-melt generation can be removed effectively. 

(7) The manufacture approach of the red grape extract which dries and is characterized by having carried 
out disintegration, having added ethanol to the powder, having made precipitation generate, and drying 
the precipitation after extracting an active principle and removing residue, adding and agitating water to 
the residue which squeezed the red grape and removed fruit juice. 

[0067] Thus, when are constituted, and it adds to drinkable preparations etc., the red grape extract with 
which the cause of non-melt generation removed the ethanol solubility component effectively can be 
manufactured easily. 

[0068] (8) The manufacture approach of the red grape extract characterized by making it dry after drying 
and carrying out disintegration, adding and agitating water to the powder further after extracting an 
active principle and removing residue, and removing a non-melt, adding and agitating water to the 
residue which squeezed the red grape and removed fruit juice. 

[0069] Thus, when are constituted, and it adds to drinkable preparations etc., the red grape extract which 
removed the component leading to non-melt generation effectively can be manufactured easily. 
[0070] 4 

[Effect of the Invention] According to this invention, the following effectiveness is done so as explained 
in full detail above. According to the red grape extract of invention according to claim 1, a side effect 
can be reduced in being able to demonstrate growth depressor effect or apotosis inductive effect to a gun 
cell. 

[0071] According to the red grape extract of invention according to claim 2, in addition to an effect of 
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the invention according to claim 1, growth depressor effect or apotosis inductive effect can be more 
effectively demonstrated to a gun cell. 

[0072] According to the manufacture approach of the red grape extract invention according to claim 3, 
in being able to demonstrate growth depressor effect or apotosis inductive effect to a gun cell, a red 
[ who can reduce a side effect ] grape extract can be manufactured easily. 



[Translation done.] 
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